In our paper on the structure of the Kluyveromyces lactis Scm3-Cse4-H4 complex (1), we did not question the correctness of the NMR structure determination of a single-chain construct from its Saccharomyces cerevisiae ortholog (2), which Feng and coworkers (3) are writing to defend, but rather the functional relevance of that structure. The single-chain construct linked portions of Cse4, Scm3, and H4, in that order, but it omitted the conserved first helix (helix I) from histone H4. We believe that the specificity of a folding chaperone (Scm3) cannot reasonably be deduced from a structure that lacks a universally conserved segment in one of its protein substrates. The apparent flexibility of the helix I region of H4 in a complete three-chain complex in solution (3) does not justify trying to lock the single-chain version into a potentially strained configuration by omitting the polypeptide segment altogether. Unlike helix I of H4, the sequence of "helix C" in Scm3 is not conserved, even in other yeast, and we believe that its conformation in the NMR structure (2) could be a consequence of the single-chain constraints. We further observe, as we pointed out in the online supporting information for our paper (1), that the structure of the human homolog of this complex (4) is sensibly identical to the one we described.
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